On page 32, please replace the paragraph beginning. "For native crystals from which 

dro p S c 0m pn si nga b o U ,ULofM, l , 0 nL uxS po, y pep tld e (5m g/ mL .n I O m MHEPES, P H 

7 5 , 50 mM sodium chloride..."with .he following paragraph: 

For native crystals from which the atomic structure coordtnates of the 
invention are obtained, has been found that sitting drops comprising about . 
U L of H prion LuxS polypeptide (SEQ ID NO: 1) (5 mg/mL in 10 mM 
HEPES pH 7 5 150 mM sodium chloride, 10 mM methionine, 1 mM beta- 
mercap;oethan O .> W1 th.pLre S ervo 1 rsolu,ion(3 2 %w/vPEG,000,200mM 

ammonium sulfate, and .00 mM MES, pH 5.75) suspended over 0.5 mL 
r eservo,r solution for about one week a, 20°C provide diffraction quality 
crystals. Similarly, Sitting drops prepared by mixing about ! uL of D. 
mlm lura n s LuxS polypeptide (SEQ ID NO:3) (l* mg/mL in ,0 mM HEPES, 
„H 7 5 1 50 mM sodium chloride, 10 mM methionine, 1 mM beta- 
mercaptoe.hanol) and 1 uL reservo.r so,ut,on (26% w/v PEG monomethy. 
ether ("PEG MME") 5000, and 100 mM MES, pH 6.5) suspended over 0.5 
mL reservoir solution for about one week a. 4«C prov.de diffraction quality 
crystals. Sittmg drops prepared by mixing about 1 uLof* influent Lux 
polypeptide (SEQ ID NO: 2) (.0 mg/mL in ,0 mM HEPES, pH 7.5, ,50 mM 
sod.um ch,oride, 10 mM methionine, , mM beta-mercaptoethano.) and 1 uL 
reservotr solution ,21% w/v PEG MME 5000. and .00 mM B.s-Tns, pH 6.25) 
suspended over 0.5 mL reservoir solution for about one week a, >2°C prov.de 
diffraction quality crystals. 

On page 36, please rep.ace the paragraph beginning, "LuxS crystals were also 
obtainedfromM^—LuxS. The H ^ae LuxS crys„s, wh.ch may be native 

crystals... "with the following paragraph: 

L „xS crystals were also obtained from H. influx LuxS (SEQ ID NO: 2). 
The H toJUvvae LuxS crystals, wh.ch may be nahve crystals, heavy-a.om 
derivative crystals or co-crystals, have a tetragonal unit cell and space group 
symmetry P«,2. ,n one form of crystalhne H. influx LuxS, the unit eel, 
hasd,mensionsof^,2,5 9+ /-1.3A,b^2,5 9+ /-..3A,c^3,4 + /-a5A. 

There are likely to be .wo LuxS molecules in the asymmetric un.t, related by 

-2- rA, ' 2f 
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(typically 0.05 to 0.1 mm wide) rods. 

, u • ;no "ThxS crystals of the invention 
On page 36, please replace the paragraph beginning, LuxS crys 

♦ ■ ..^taU "with the following paragraph: 

• f ,-43 71 +/- 0 4 A, b=82.18 +/- 0.8 A, c=49.48 +/- 0.5 A and 
l asymm e t nc Un , t , re , a ,e dby a„ap Pr ox, m a t e2.fo W a X1 s. The erys. s 

;^ ro n sLu xS CrySt a 1 s, a C 2m o n ccH„ 1 cunHcen,so b se, d w ll 

. , M19+ ,-0 5Ab=70.H + /-0.7A,e=49.73 + /-0.5 Aand 
dimensions of a-51.U +' 

be ,a - U2.03 + M.l degree. There is one moiecuie of LuxS ,n ,he 

asymmetric unit. 

coordinates of erys.aihne LuxS as defined by X-ray organography... 
"te^ — prov.des, 

detained by X-ray orography. The speeific methods used .0 ob«a,n he 

8 Table 9, and Table 10 (H. pylon LuxS (SEQ ID NO. ), 7 

p , i liv c (SEO ID NO: 3), and D. 
(SEQ ID NO: 2), D. radwdurans P2, LuxS (bt-O 

t c (QFO ID NO- 3) C2, respectively). 
radwdurans LuxS (SEQ 1U inu. 
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cite "with the following paragraph: 

L.^ i c ni «(«F.G.U,.™.H gffl dw M ««ninha fl . m o.c ral .«.nJ 

asymmetric un, for « P.Won LuxS (SEQ ID NO: 1 ) an, H U»S 
(SE Q ID NO: 2, and ,n one of the molecules (B) in D. rai.ock.rans LuxS 
(SEQ ID NO:3) space group P2,. Methionine was present in the polypepide 

atoms reduced. Thus there is no indication tha, methionine plays an m jo 

m e,a,s,,e(seeHG.n,.Ho«eveM ta ou g h modeling w,,h theprograrn 

■ 1Q08 Texas A & M University) it is apparent that there 

SPOCK (Christopher, 1998, Texas A«i 

, s considerable room for a larger anr.no acid to bind in this region. When S- 
isconsideraoie (pcT WO 00/321 52), was 

ribosylhomocysteine, a proposed substrate for LuxS (PC 
mod eedm,o the ammo acld binding site several highly conserved residues o 
Lswereident.fied as significant due to their Cosed proximity to this l.gand. 

sir 9, His 14, Arg 23, Asp 40, Arg 42, Glu 60, Me, S4. Cyc S6, Thr «. and 

Tyr91. 

Onpage42 please replace the paragraph beginning, "Three crystalline LuxS 

V ^adiodurans C2 crystalline polypeptide. .-"with the following paragraph. 

Thre ecrys,a,,,neLux S po,ypep.,desd,sp,yedahomod,mer,n,eract,n, n 

.heirasymmetnc units, and the fourth, the Z,.— ^crystalline 

polypeptide (SEQ ID NO:3), displayed a dimerwith crystallography 
ym L,ry.Thedimen Z at,on,s,,.us,rated,nF,G.7.Th,sd,nien Z ,,onwas 

h g h,y consistent between the three structures (alpha carbon superposition. a 

, cKFO ID NO 2) to 1 .2 A 2 for D. rachodurans LuxS 
onto H. influenzae LuxS (SEQ ID NU. /M 

, t c ^Ffi m NO' 1) for residues 11-69, 
(SEQ ID NO: 3) P2, onto H. pylori LuxS (SEQ ID NO. 1) 
77 .„8 and 125-152 of each monomer). The surface area buried through this 

-4- 0*1-2817* 
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, c<CFnir>NO-3)C2crystallographic 

i 4,L^or//.^-^^ ,DNO:2, -" nd4,8 ° 

pylon LuxS (SEQ ID nu. > P t w LuxS functions as a 

12). 

"Th P subsections below describe 
.heproductionofapolvpept.decontain, ng the M,v to „ LuxS prote, .. 

n ♦ ■ kfo TD NO" 1), and the preparation and 
H . P ,lori LuxS pro,e,n (SEQ NCX % ^ 

characterization of diffraction quality crystals, 

prog ram to check the stereochemical quality of LuxS struct 

paragraph: 

Thest ereoche m ,ca, q ua,„yofthea,o m ,c mode, -monitored using 

, „•„,„/ 1993 "PROCHECK: a program to check the 
PROCHECK (Laskowsk, e, aU 1993. ^ 

defined in PROCHECK, for H. pylori LuxS the model have main- 

a «a 90/ r m olecule B) of the residues in the model na 
(m0 ' eCUleA)and ; lllavordRamachandranregions.No residues 
cha,n ,ors,on angles -n the mos fav ^ of 

fall in the disallowed region. In H. pylon, 

, molecule B that fall m the generously allowed 

rao .ecule A and none of molecule ^ q n 

regions. The overall G-factor scores are 0.16 (H. Rv/o 
(tf. py/on, molecule B). 
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-ThP subsections below describe 

o. ,,. .... — -* "-""«■ z ™ ■*» - 

• • "TV,p M AD data was indexed and 

-•••"■''•-'•rr™r:;;i.::::.,-»»«- 
— — - — -~ 

• f r the orotein obtained using the program SHARP. Solom 
information for the protein ou chARP The 

— ° f,he :::r;r 

the position of nearly all of the residu 

andD throu g hl66(moleculeB)ofH influenzae LuxS (SEQ ID N 
m0 del was refined using the program CNX. 

progr am to check the stereochemica! quality of LuxS structures ... 

paragraP,1; , , , „f the atomic model was moratored using 

The stereochemical quality of the atomic m 

, „•„„, 1993 PROCHECK: a program to check the 
PROCHECK (Laskowsk, e, al. .993, _ As 

Him torsion an g ,es m the most favored Ram—an re g ,o„s . There^ ^ 
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, sonly one r e S , d ue*a t fans ,n th e dlS aUo W e dreg ,cn ( H, n nue„ Z ae,n TOl ec„ e 
; H,„n U e„ Z ae h a S o„e reS , dU eo f ea chm o 1 ec ulef a 1 l, ng ,n t he g e„e roU s, y 

aUowed re g ion,Theoveral,G-fac,or scores are 0.25 
molecules A and B). 

^^^^^^^'^^^-^ 

D r^iurans LuxS protetn (SEQ ID NO:3>, and the preparation and 
«n Z atio„ of faction ,ua,,,y crvstals, —m dertvative c.stals. 

following paragraph: 

The subsections below descnbe the production of a po,ypep«de 
co n tamm g the D. radioes LuxS prote.n (SEQ ID NO:3), 
and the preparation and charactenzauon of d.ffractton quality 
crystals, heavy-atom derivative crystals. 

'^^vers.onsoftbe— g amended clatnts are attached hereto as Exh.bit B. 

j , • t ?i 11 46 and 51 to read as follows. 
Please amend claims 2, 24, 3i, ^o, dnu ^ 

tended, The crystal of Clatm 1 -rem the LuxS , , **n ^ 
(SEQ ID NO: », LuxS, * L«S (SEQ ID NO: 2> or O 

ID NO:3). 

24 . amended, ^^^23^^^^^ 
„** LuxS polypeptide (SEQ ID NO: 1 ,, * LuxS ^peptide (SEQ ID NO. 

or a nutiodurms LuxS polypeptide (SEQ ID NO:3). 
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